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(57) Abstract: An amide compound represented by the general 
formula (I): (I) [wherein R l represents halogeno, alkyl, alkoxy, 
etc.; ring Q represents an optionally substituted benzene or het- 
erocyclic aromatic ring, etc.; R 2 represents hydrogen, alkyl, etc.; 
Z represents CH or nitrogen; R 3 represents halogeno, cyano, ni- 
(I) tro, or amino; and R 5 represents alkyl, a group represented by 
# -N(R 6 )(R 7 ) (wherein R 6 and R 7 are the same or different and each 
represents hydrogen, alkyl, etc. or R 6 and R 7 form a cyclic amine 
in cooperation with the adjacent nitrogen atom), etc.] or a phar- 
maceutical^ acceptable salt of the compound; and a medicine 
comprising the medicinal compound. The compound is highly 
effective in inhibiting interleukin-4 production in type-2 helper T cells and is useful as a preventive or remedy for allergic diseases. 
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£:V^) T?fcct> ^All tKo^/^/M^K 2-fc Knap^/v*? 

25 r 2 . r 12 fc^tta rr/i-a^^/^^T/v^/vj « % c^ta^/i^ 

T\ C 1 _ 4 T7^=I^^-^/^/}?=/^c 1 _ 4 T/^=ar/^tv^5) tfeoT, 0!i*.ff % ^ 
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R 3 |c*5»f* r/xny^j f* N 7y|, &* N HJ§, apJ*Sr*U frSKtt 

«!^i^£> jfe o 

^ (UT, Ci_sT;V*;vh^o) T*fcoT N 0<J;lk£. y?vK s^vK ^Pk° 

/k ^ryyotf/K -<y^/K j&sir^/k ^v^vk -Yy^y^- 

ft©7/v^v (£*Ts C x _ 3 T^/v 5 ) #&tL L < s #f-y ^/v^ft* L - 
10 \f\ 

is £>*k *d>Tt>^*i~3fi©ittK*fctt^^or/i'=^ (but; c x _ a 
r 3 \7>v>r~>v\ », ^^fc2~4^oE^*fc»^^(7>r/^ 

20 R 3 fc&ttS W^v7/V3r;Vi ft N /NaC 1 . 4 7/V^tfcot, 

;K 2-^ony^K 2, 2, 2- b y 7/i^-o^/nteif*sfc»f btb v #lc b 
R 3 IC&tfS rr/W=^^/V^=/VJ \X 7A'** 9 sW$>C 1 - A 7A>a*%ST* 

y #^#,M?-/K 7 b ^^/v^^/K 0 3 Wc? b ^jfrAtffcvWfc ¥ft 

r 3 icfcrts rr^^j it, ^iti~4fi©jt^*fe«^^^©T/i^ 
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10 r s icjotts rt Ko^^r^/wj rit KtJ^i/c 1 _ 4 r/^/v-efcoT, M 

t Kn*^:/^vfc£asfctf kft5 e 
R 6 fcfcttS Tt Kn^^/w^^vT/v^vj \% t Kd^^;v^/vC!_ 

15 jjfzvi^^vK 3 - e |?a df^/v^-^n fcVK 4-t Kp ^S^/i^— 

20 g^SSr^LTV^t>«i:V^T^/C 1 _ 4 T;V=¥/VtLT^ ^^Cf^ 75/ y 
/l-5A75/y3vK T-fe^VT^/^^/K 2-#/l^;KT5/:*9vK 2-7 
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* ?vK 2 -^V/fr y j oc^vk y y * ^vk $v ^ ( 4 

T % #J&J2:7/1^-13 b^V, ^on^h^X 2-7/l^nai)^^ N 2, 2, 
2 - b y yjvirxx a: h 2&b\fbh, 0£ L < I* 2 , 2, 2 - h y 

20 R 6 fC*5tT^» rt Kn^VT/Ka^J ^ Cg.eT/V^^^fc Kt2^T*E 

Ko ^rv'/P J#3rv\ 1 ?vv- 1-tKo ^>3t h a^> s 4-kKo h 
3rv\ 5-fc Kn^V^^/l^V, 2, 2- 

^ 3 - 1 Ka ^i^7o irasfcif e>tuSo 

25 R 5 fc&tfS rt Kn^V#/vtf~/VT/K3*i<l ft N C,^7^3^tK 
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R 5 fcfctfS rfiHySS r ^rbrV^feJ:V^$/TA'a^5/J <D rT^/T/V=» 

>\ W»&frbTt>j;v*br-<y$^ **tr^y^ g&S&WL-cvvcfej: 
*7V# y is % X&k\ft>M 0 

fcftfcfik TKJ*\>**S* tf-AsT^J* 
h i?^ $ J * h^>\ 2 ?vKT ^/^b fc/i^/l'T ^ J 
15 ^ h ^ y ^ h 7"n fcT^/KT ^ J * h -oy^jVT 

$;*h*^ te/i'*)) sth^iSs 2-*e/i*fcV s^h**^ 3-^/v-^y 

n^=3fK 2, 2-^fvw-3— ^/Hfcy y^n^^ 4-^/V^y/^b^ 

V S *Y v\ 2 -^t^/V* yyxh 3 -f-^/VJfr y / 7°n # 3rV % 

20 2, 2 - f 3 - f t^* U ^ /n ^^E-> N 4-<^E-/V# ]} 

s-^^e/i^y /'O^vn*-^^ 6 -f t^/v* p ; ^v'/^k t° 
^y^V^h^iA 2-\*<<l)i?;x.h*ris s a-tr^ys?/:/***^ 2, 2 

-^^-s-tr-^y^^n^^ 4-t p -^yi?y^h^ 5-t^y v? 
y -^^/^^k 6 - y it; ^*i/sv&*^ *?j n j> 2 - 1° 

25 2, 2 — ^ ?VV- 3 - 1^? 

4-tV<9^/^h*^ 5-^7i?;^fW^ 6-fcT 
^7 V s / 2 - tr p y $V h ar->\ 3 - y iV y n 

v\ 3 -*vM* y y y n 2 y / a: h y / y h ^ 

19 



WO 2004/002948 



PCT/JP2002/006606 



/WiLTIi, ^J^tf^/V^ ac^/v^^ T^tfVV^ n-zff-f^f- 

fcoT, ^WfjfcHt^ fc Ka*^fyl^:*\ 2-fc Kn^at^/v^^ 3-t 
Kn'^^n tVi"^-, 4-tKn ^ 9 yf^A^-^ 5 - 1 Ko ^>"<^fvV^ 

10 C 1 _ 4 7;^/WT*fcoT, ^l:fi, t Ko^*^?=Wf;W % 2 
15 T/^/V^irV^) T'feoT, ^T^yfi N C^T/^K C^TfA'fc 

25 TK/^f-;^f-^ 2 -T 5/ xfflfUr* 3-T$/:/nfcVV^\ 

4. - T S y -ff-ASf"*^ is* f-?VT ^J* 7 As?-** Vxf-W % J * f-Att* 
2 -S?* ^ y 3 f-,V7 %J~?Xi tf/W~fr x 4 — 9vP 
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^a^s}\ 2 -s<y-M )vr % J xf-?\sf-nr s *a^ y / * ^;v^ s 2 -^-a-* 

5 5-^^/v^y /^y^-A^^ e-^a^A^y/^ 

*va^"*h \*><y &s tr/isf-*^ 2-t°^yi?/3i^/i^^- % s-tr^psv 
fA-f^ 4-tr^y^/^/i^^- N 5-t°-<y^y^^A^^- N 6-tr 

^WJ^cVA^ir^ t^iV^A^", 2-^7^/31^/1^^ 3- 
10 ;*\ e-t^yiV^i'A^-;^ 2-t°ny^/ai^/i^^ 3-^0^^/ 
R 3 *5£tfR 6 fc:fc5tt5 T^; (1) ip©7*s^fcaKJfcftlfeS»Av<*>fA« 

oa*l!K^stt7*=/I^fc3^uTv^5^satl m^ma^e ( a ) * 

ffl&U R 8 (21*5V^ (a) Lfc r^tt7*=A^5 

U5 ©3fltl tt s TfB<£>&« (b) fcEBfrrs. ^t.r©^ R 6 fc*5VvC; ^ 
teB (a) *»PiLfc rsK7xs^)4& \X TfBO&ff (c) Sr3K«ef 

<5© 




(Z=CH) 
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R 6 *5<fctfR 7 K&ftZ rr/V^Wj tt, C 1 _ 4 7;^/K^ot, y 
SVK 3^vK ^ntVK ^y^PtVK -fy^/K H 3 fc^fc if 

n fcVK 4-kKP * WMhfW b < tt 2 - fc Ko ^a^vV 

io r 6 *sj;tfR 7 teisrts rrsyxMw c 1 _ 4 r/^/v^r $ y xm& 

/W^lliiiSlliJ: ^y *fctti?flBftSnTV>Tt> J;v\ y C 

1 _ 4 T/V^/Vt LTft, JWWSfctt^ T^yy^vK T%J^;V S ^y^/KTS 

y y ^vk &x&A'T $ y y ^vk /kt 5 y y ^/k 2 - avv $ /w $ /31 
15 : 9vk r-fc^vvr ^ y y ?vk 2 -Tir^/vr $ y 'O'yy /kt s y y 

*>SV^ R 8 *5J:rjtR r tt, »T5^I^t-ii^j:oX, ffifcg&^L 
^£ 1 fcv > L 2 m# LTV vt t> J: I ^JjfcT S LT J: V\ i O J: 5 

So 

^jc^r^^^c^T/vn^ (y b^y ^h^^ y**,, 
y^^y h^> % ^h^>y t^s^ 2-y. h*vx^ 3-y h^>:/ 

(i;;v^^vy^v^;/P5j?=/v^i/ N 2 -^/^^^^/w^/v^^ 
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; C j^T^Ac^V ; "*yyV A^i' ; 7 a^~)V ; C ^T-MF > 

is&ar**s (tf-vi/V**^ ^vy*?jr**st£¥) i^yjdVWf 
A\ C 1 . 4 r/V3^i/C 1 . 4 7^;V (yb^y^/K sh^fA', 2-y 

y ft if) lt v nt t a: v > t°-< y ^ y y N ^^v* y >\ m 

y- 1 — >r /K 4 - fc Kcz ^-v-t^y i?y- 1 -^/k 4 -^/v^^t^y 
-i->f/K 4-y h^v^w^/i^tf^y-^-i-xf/K 4-^h^^/UTi? 

-jW'ty 1 4- ( (2-^/V/K^^^) tf/l^^/l^^) 

t^<y ^y- i -^/k 4 -^y^/w^t'^y s?y- 1 -^vk 4 — tv<jj 
15 i?y t°^ys?y-i — ok 4-^e/^y y tv<y ^y-i-^/K 

*y y tr^y^y-i-^/K 4- (N-t^yK^yy) f^pyy-i- 
-Y/K 4, 4-^w^dr>yt p ^<y^y-i->r/K 4-^yif^y^- 
l— T/K 4-7$/^yyy-i-/f/K 4-i^y^T$y f-^y^y-i 

-> T/K 4- (N- (2-tKa^yx^) r^y) lf-^ys^-1-HVK 4 

20 - (n, N-tf* (2-tKP^>xf;v-) T5:y) f^yyy-i — </K 4- 

(N- (2-t Kn *cis^;u) -N-y ?vKT ^ y ) fcV<y S?y- 1 -- T/K 4 
- (4-y^t°-<7v ; y-l-^/V) fc^y v^- 1 ->f/K 4- (N- (2- 
fc K p ^r^rc^-yv) r ^ y ) ^ y i?^- 1 -> T /K 4 - ( fcV<7 ^V- 1 — r 
A) t 0 ^y^>-l-^/K 4- (4- (4-7*^^9^-1-^) f 

25 -<y^y) -i->r/K 4-y^/nf^y^y-i—f/K 4- (n- (2-y 

h^S/xf^) T^y) t p ^<yi^V-l-> f/K 4- (N- 

a-) -N-y^r^y) tf-^y^v-i—f^K 4- (n, N-tr* (2-yb 
^^fA-) T^y) tr-<y t?y- 1 4-y h^>y h^txy^j/- 
l -iVK 4 - ( 2 -y h df-vrc^/v) ^i^tr-< y >y>- i -^,k 4 - ( 2 - 
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->r;v) tr-^y s^-i-^/k 4- (4— «eA^y /y^/v) t^y^y-i- 
4- (4-.* h^tv^y^y-i-^vv) tr-^y^y-i— </k 4- 
U-**yV'<yi?>- 1 r/w) tr^y 1 -> t>fi% 0 

t KndrVC 1 _ 4 T/^/V; C 1 _ 4 T*'3*S/C 1 _ 4 TA*¥A'; t Ko^VC^T 
^3^r^C 1 _ 4 T7V^v (t Kn^So* h^So^/K t Kn^$/:n h^K/at^yi, 
; #/V3^> ; C 1 _ 4 T/V3^>-^/vfc/v ; C 1 _ 4 TA'a^-^/P5j? 
10 =/V-C 1 _ 4 T/^/V ; C !_ 4 T^ ; C vyl^^>C ^X/l^/V ; 

LTWCfc <fc^T 5 y C 1 _ 4 T;V^/V ; % As^isC 1 - a TjV*>V-1j;V'$^v 

15 $) N C 1 _ 4 T/^/^J:t^C 1 _ 4 T7i-3^v'^^S«tt5^S-Cfi^§tLfc 
y^-)V ; 3, 4, 5, 6-Tb7t KP-2H-lf7y-4-^; 3, 4, 
5 , 6-fb7tKP-2 H-^t°7 4 -^/V ; 5 -y 2vW y 3rf-)A- /V 
- 4 -^^TJ/V-^/V ; 2 ->T /-3-tKo 3r 9 s9 nYJ 4 Ml ZftkWbfl 

y- 1 — -Y/K 4 -y ^VVfc^T^yV- 1 — f /K 4 -^/VK'^yity- 1 -xf 

;K 4-fc Kn^y^fcf-^y^-i-MVK 4- (2-tKP^>xf^) 
tf«<?S»-l-MVK 4- (3-t Kn^i^/otr/u) f-^v^-l— f/K 
4- (fl30:/h^#/i^=/i>-) kT-<9^V-l— 47K 4- (^h^TJ/v^ 
25 =/vy^) t'^yiPy- 1 4- ( 2 -at h ^jfr^c^ae^/l/) 

7^-l--T/K 4- (3-xh^^/^^yntVv) fcV<?i?y- 1 
/K 4- CfrA-^Vy^vV) tf^y^-l-^/K 4- ( 2 -#/l^3-y:tf- 
;v) tf-^S^-l-^/K 4 _ (3-77/^^>y°n fcT/v) If**?^- 1— f 
/K 4- ( (2-TJ^^ri/x^/v) #/i<ftsjt<4-*i/) fcf-«?S?y- 1 
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4 - ( 5 fvW y*y-S~jV- 4 -jArtiMR-A') V^y&ls- 1 -^/K 
4- (2-^7;-3-tKnWof;'f/v) t°-<9^V-l-^/K 4- 

W^TKJ^f-M tf*?e?y-i-^/K 4- 

tf-<9^-l-^K 3, S-V**1-;v-4:-^Y3ci,%;vi$~A'*3-;v\? 
5 -<?$^-l-^/K 3, 5-^^-4-^/V^>'^^/Vt 0 ^7^ ; >'-l- 
>JVK 4- (3- (3-t°y>?;V) ^nlf/V) 1 4- (2- 

( 2 - 1 Ki=t ^ b i?y- l-J ;V S 4 - (2 -T-fe^/V 
ttis^/V) fcV<?$^-l — Y/K 4- (3, 4, 5, 6-Tf7tKn-2 
H-fc P 7^-4-HVl') fcW^i^-l-^/K 4- (3, 4, 5, 6-xh7t: 
10 Kn-2H-^t°7>'-4-^;V) t^7i?y-l-^/K 4- 

7x=;V) fWyi^-l-MVK 4- (4-7/W^-ti fc^S^-i 
— f/K 4- tf^y^y-l-^f/K 4- (4-^ 

tf^-^-l-^/K 4-^ b^^^/Hf^^-l-^/K 4 
- ( 2 - ^ h ^i/if/i/) t°-<7 1 T /K 4 - ( 3 - ^ h ^i^a fcVv) 

4- (tKP^f-*') ^tf^^-l-'J'/K 4- (2-fcKP^i/ 
^/v) jfc^e s?^- l — f /K 4 — * fVv*^- 1 -4 Mi ¥fr 

20 *>rffe*t* 0 

25 t°-^y^-4-^/K i-^^/vtr^y^-4-^/K l-a^vw^ys^ 

V^y~3-4/K 3, 4, 5, 6-fh7t Kn- 2 H- t?7^-4-^/K 
2, 3, 4, 5-7h7t Kn 77^-3 — f A'ftifiSferf feibfi. 
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R 8 % R 8 % R 9 N R 10 N R 1 1 N R 12 \Z.%>tt%>TA'*M%, C 1 _ 4 T/V^/l'l? 
fcof, *^A\ T'ntVK -Yy^ntVK -Yy^/K 030 

r 8 , r«\ R n (^(ts r/Nn^yj ^ mm. mm. Bvmtt 

R 8 x R 8 \ R n (CfcttS TT/Va^v-J ft, C^T/l^^v-T'fcoT, ^ h 
10 htfbtl&o 

R 9 , R 12 K&tfZ Tt Kn^>TA^/KI tt N t Kn^C^T/V^"? 

fcVK 4 - fc Kp if i&S&tf b*K 0* L < fit Kn 9vl^£> 

15 R 11 Ki&ttS rr/V=i^r^7Vfc/^J f4 N C 1 _ 4 T/V-='^rV-^;^=/Wt? 
fcoT\ h^rV^/V^-/K ^h^^/V#-/K ^P^^/V^-zK y 

& -^w^m^ y^/i^, 3c&#s&iu ^>m, y^^m^s 
to^^tk^ (itk?p^ i/2jmm, z/Aimm. i/Aimmn: 
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R 4 

(D 

(5^ #IB-t«l&ISiliaT*fc6o ) 

ik&m (vi) (vii) io^f-a^te, UToJm UK 

10 (2) % (3) fc£i9fT5-i2 s T*t5 0 

(1) {b-a# (vi) ^mt^ir^;\^(D^n^m^m^x i mK^m.^ 

A^i?) * N jgg (hy^/wr?^ t: o y^ -t-fy^A^ b*->i>\ ^y 

15 £-R - 2 0^b^<£5ISfs^^n^ (VII) b 3 0#2»£> 1 2B«?t^ 

(2) -ft^ (vi) *<m\z-fi;zxm%tzmm (^^^at^k. s?* 

/v&if) *K JHS&ai (U 3-^V^o^V^/v^^^ K l -m^vi— 3 
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i) M^^s^^^ta^ (i) *wttz>zkftx-%z 0 Rfotmim 

(3) >fta^ (vi) (p<^y-/K ^y-/v«;^) t-fcfc 

10 fc^&Lfc^ (^^y-/K ^*/-/K ^fyynt>7;^-;K 

try ^ -f-hyi?^ h3->h\ -?--hy *j^.i^>k % b y «7 a n * 

15 (VI I) bm&tt&ZkKX*), ft&m (I) Sr#5ri:^#S e 

*£8re», te-a^ (vii) or 2 #^fc^<z> 
x\\&m (vii) <DT$;m&^wmLtc^ ±w&%n?ztt>T^z> 0 




(vm) a-D 
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(VIII) £51^ (^5Vv*/VA7$ h\ 
Ks <OV>s h^^, *ti/Vl/, ^f-y, 7h7tKo77^ 

5. a-^Jtew * % &s h y !7 k imtet h y »7A % *m& y ^ 
iBSfcay*.*, ^asw-hy^^ -7-hy^A^ ^y ^a^^v^ 
hy^/vr^y^if) #&t n it&m (ix) £-2 0^^100^30^ 

l-tt-fr its: it) &Jfrf 5 ^ j* TvWfc^ ^S5t-r -5 r. t as-et s 0 

mm wmtf- v y y *Afc£) tim^x vMMmr&ztte 

mETX-T/^/^v^ V£tcitTW^74 V&m^TfSmzXVN 
: (VII) COR 2 &imXhZ>ft&!fo (Vll-l)lt 

R 3 

— - \^ 

R 

(vn-i) 
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i^ry^T^ ^by^A^y^^A^or^y^Jg^v^^ (b i 

rch) 3l7CiSfe^] T'l7ct5ri:(aoT, -fb^ (VI I -1) 
Srt3^ttilSm6>&^<7>aKfEffl^^fc D , a«KJ*5I^ 1 d>*> 2 4 ROT? 

^fe5 : t-fc. \\&m (vi i - l) mxf(o^mz £ 19 wt?z> ^b%~?%% 0 



R 3 R 3 

\^ RS 

R 4 R 4 

(xn> (vn-i) 

ft^4S» (XI I) SrVaSy 1> (Schmidt) ^^JfflLT, 51l!§fr» 
(^Ks /K i/p/V-vk 03jR^/vT/v 

az«5=-w^y =-/K -^Vi?^ h/V^^ 0£L<Wy<V1? 

WBtftZ) Kxtmt&zLtizx.*)^ (vi 1 -1) as#t>*L5o 
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: \Y&%n (X) {^*5V^ N R 6 sftST^a*^ An7^=^ Ty-/1^ 
^7^m*fcttSN (R 6 ) (R 7 ) T?*>5^^4fc (X-1) ft, OT© 



(Xffl) (X-1) 
(^cf, Ya(i7/Va^X /\B7/Ua^ 7!J-;^X ^B7)W 

SN (R 6 ) ( R 7 ) ft^U flfcOfB^ttieiBfcl^ilTffcS. ) 
-fb-a^J (XIII) &5Ii§&« (*nn#/vA, r-feh=hy/K 7k 

£ (*Bfeffr?-i*y?A x -^MJ^A^b^s/K, ^by^A^h^>h% 

hy!7A N •tt-Wf-V&ltZl (Dft&T, \\&m (XIV) i-2 0t5d>felO 
0t^ia»&24l$ffl^$it:5££fcJ:>K {\&m (X-1) *s#e>ix5. 
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#fe7 :tt&m (xvi i) skTtDxmzxvm&rzzbtf-zzz. 

^Hal CN 

V Ya \^ Ya 

R R 

(xvi) (xvn) 
(XVI) Zm^fttm. fck **/-/K 3i^/-/K ^n/V-zK 

(XVI I) Sr#5r^iS-et5 0 

(XIX) » % ^TO^fcj;!?i5l5tf-5^fc*STt5o 



v t, it m w- R3 Wa " Hal I J* 

HN fS-* 

(XVIII) (XIX) 

(Situ 4HE*ttlWBiWHfcT*>*. ) 

<fb##i (xvi I I) «rBfflH-hy5rAo#ftT, *te^fc£i^£fc#£g 

Kfc if) ( i x) 6ott-i a>e> 2 4 

£tfc<fc!K ffr&tfe (XIX) «r#5^i:^t5 0 
*fc* <b£& (XVI I I) ©7^;M, T^g<£fl^£LTiIitJSl>k 

Xmtf- V V V&hZWt-t h V !7AT S Kfc£©#gET\ ft^* ( I X) fcgfc 
3** ^VNT^Ci^T^y^lft^rrSitlCioTts (XIX) 



Wa 



,3 
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;fr&9 :4t&m (I) OR^m^^LX^Xh^T v-;^tcitm^^ 
^X^Xh^^v-nrV-;vxhU\^m ( I ' ) f£> OT©»J;oTU 




. (T) 

5 

/Na^^^L^^yfc5V>fi^^#^^i-5^/V^^m (XX) £fc 
(VI I) Sr^fel^¥fe(Cit5^§^T^K^ (XXI) £#<5 0 #fctt 
10 fcT^ Kfr (XXI) %rh7^ h y ^oi^/v^y^^^^^A^/^t? 
!>Aftteataq9ET* 7y-M7^*fc^7n7!J>-/^7 ^ [R 1 * -B(OH) 
3 > R 1 ' tt|&iB*KilT?as>S] fc/|v\ &!S&*88g fefc, 

'Oif^ h/Vcc>\ ^f;l/*M7^ Kfti?) <K 

^ra*Q£gi-s^x^ y^y ^^(ct*3i3ii-5 r i (ci «9 f b£4& ( i ' ) i>mz> 

tiZo %1tfc s ftbtitcT^m (XXI) Z^hy^hV 
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y-ZWhy^A^X [R 1 ' -Sn (Me) , N R 1 ' ttSWBiRHlTffcS] *<0 
T;V*;VXX%f%\\ mnftWIk (TKs *9J—^ zLfiS-sK 

(r ) • 

51^^^ (*s ttJ-*', 

imfcthyt^ *mt*vp&s xm&wtJ*. im^r^-v** * 

s ^ fc^r* y ^^oraaettr s /Blfcflaw-s - £ <fc v> ftfolrZT ^ ; 

ffl&birZ>Zb&X'%Z> 0 

2**Mk 3/4zkfb4feft£) &tc\mmnyabTZZ.btfX*Z?> 0 
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ismiii®^ Tbfc°H^m^ (TM^H^^jt^ s mm 
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mm, xmsRmmk v~?i—mm, mwmmsm, ^>-xmmk 

^-fcr v-/ n i/r-tr h ss K o ^ * / ^ N * ? y^ ^f-fxx \ty\ a;^/ 
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U\*Vi-*K <C?*S?xK *fV?*K ^tx?*k WWK 

*7°7**k y^/l^k ^b^rc^ T^7^y, 

15 it^*muiim\M&m mm, mm* mmkmrnu mm. %it 

/HW, l&Wk ai#RU Afllftft. BS$fe»£fl> gflErllfcS 

V Mtn-V 3 y#Jfc if) <DWmx*m R ft* fcW^Ni P Wfcfi-^-t-S £ £ #TMt 5„ 

-rsrt^TtSo mm, zvmtmmm, #mwtt&®%. tmuisi&tz 

#J tt, ffftrtSIt, Jg»2E#ts £ffifefc5V^&g& 

*^«r*tffi:4*feSrat!iH-« 0 ±iaaitffiM^^-rs r t <ox% s^-t ? 
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/i^h-/K -r^hy^ mis 7A*#*-hm. *?->ms *h 

? i/- b if(ommi ; 'ty'OMs VWS&fe E<omm ; 7* 

MSb&k «#5W, MgRk *v-Hfik pHMftk 3S^oJ:5fe&«a^& 
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10 -r-e, JL»0tfBiS3»c*ttts mm ft. (a) (i) i^vm 

ztiz4t^*tc\*z<DmihnmiMz>Mk (b) ^isamIx mt. 

nwfe**tftv\ mzts, (a) t (b) t *&m±ft®£tmzm!ftk mmm 
&m\,^x&-<Dmmbirzi}\ %tc\* (a) t (b) ns^if 
15 &m^x*ti?ti%m<D$mik \stc±xmwfl*B&Lx&-<Dmm>t ltjii> 

^tc&^imbmm^ &Q&tttc\zm&a&^^'rtixib<>xb&< > m# 
mts mz%m%%Lx^xh£^u m*<D%w&&vx^xh&\,\ 
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0. OlfrfclOOmg/A/Bs #*L<HtO. 0 1^5 0mg/A/BS4 
£fc, jgP^f^O. Ol^lOOOmg/A/0^ *F*L<«0. 0 
lH500mg /A/ B S# $ 1X5 1 1 #0* U > c 



2-^op-5-shtJtfyi?y (lOg) *5«tTJ ? 4-t Kn^i/f^i; 
(7. 7g) ©^^^^75 K (5 0mL) ^fciV y fc'/toc^KT 
(2 2mL) «rfln*. % m&m*l 10CT2l$WJ*#Lfco Sffca^afcak}* 
TKSriB^ WHJLfcHfftfcSttLfc. #e>*bfc@#, *9 J—* (2 0 Om 
L) , tK7^- \mm (7. 2g) % «M{t^-^ (0. 2g) &£Tm 

mi (2 g ) ommz. 6 0t;-e2^»ifc o «»*«rfe?>r h6 

fr£#fc (2. 9 g) 0 

J H-NMR (400 MHz, DMSO-dg): 1.3-1.4 (2H, m), 1.7-1.8 (2H, m), 2.75 - 
2.85 (2H, m), 3.55 - 3.65 (1H, m), 3.7-3.8 (2H, m), 4.50 (2H, s), 4.61 
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(1H, d, J = 4.4 Hz), 6.61 (1H, d, J =8.8 Hz), 6.89 (1H, dd, J =8. 8, 3.0 
Hz), 7.57 (1H, d, J = 3.0 Hz). 

: 5- (1— ^y- 2-#;i>tfyM 



MbLtc^y^y (2 0 g ) ©fb7tKn77y (2 0OmD mfc^fcs 

1. 6MfeN-7^;\sV^V&/^*y->m0i (18 2mL) SrMTLfCo 
fcOfeO. 5«^L-3 0 < C(Jl^^ i^n-^/^ (28g) £?TF 

io u - 3 ok — 1 5«c-ei i$iw»wto Rfcw&4MfemM7mm*az., 
wm^-v-^ (o. 5D -cittiu ^-y-^m%^ m^m^m^u 
mat* imt, #aa&?£# (4 8 g ) 

(2 6g) ^30 (150mL) fciPfc^fiTfO. 5^^Ufc 

15 ««-7^^!?AtKiu mm, (2 2 g ) mtc 0 

'H-NMR (400 MHz, DMSO-d,.): 1.5-1.6 (2H, m), 1.65 -1.7 (2H, m), 2.1 - 
2.2 (2H, m), 2.3-2.4 (2H, m), 6.05 - 6.15 (1H, m), 6.95 - 7.05 (2H, m), 
7.15 - 7.35 (1H, m). 

b) 5- (l-is? n^±~;v) ^7^ls— 2 —fjflstfl/WL 



Tk^Lfcl- (1— f-jsry^y (15g) ©7h7kKo7 
7^ (2 0 0mL) 1. 6MfeN-7°^/VV^7&/^*y-y®m (7 3 




5 a) 1- (1 — X2^3r±-,]s) <f-#7 




20 
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^m^Yy^Tj* (i5 g @&) m*., mmmximmw^Lt^ mm*i 
5 nmu swu &.^x4M%mtxfcm<DpH%2iz.wmu mrnvtcm 

'E-mSR (400 MHz, DMSO-^): 1.5-1.6 (2H, m), 1.65 - 1.75 (2H, m), 2.1 - 
2.2 (2H, m), 2.3-2.4 (2H, m), 6.3-6.4 (1H, m), 7.09 (1H, d, J = 3. 9 
Hz), 7.59 (1H, d, J = 3.9 Hz), 12.95 (1H, brs). 



4-:?Pn7xt^o^ K (2. 4 g) & ZXtx-^A^tt*-? * - h 

is (i. 3 5 g ) (D^zj-jumL^ 2mmmzirtco W£@*u mt^mk 
^^/v-eftmm, %®m%^ mtm^x^mu ^xmm^^^j»xn 

if^/^i^«£!mfeaLT N m&mmmc a. 2 5 g ) . 

X H-NMR (400 MHz, DMSO-de): 1.36 (3H, t, J = 6.9 Hz), 4.42 (2H, q, J = 6.9 
20 Hz), 7.56 (2H, d, J = 8.8 Hz), 8.04 (2H, d, J = 8. 8 Hz), 8.66 (1H, s). 




a) 4— (4-^OP7i^/l/) f-T-/—/^-2-^J/^>Wt ^/V^^T/V 
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b) 4- (4-^PP7x=;V) -ThW^M. 



4- (4-^po7i=^) ^TiA- As-2-*A<tfyWt ^jVaL^tV 
(1. 25g) s 10&^B*fc^by*A*8?K (lmL) *5«fct*n*/*-,V 
(2 0mL) ^)^^2^P^imU m^m^m\^My^n\f,V^^;Vi: 
Mx., Vr&lstcffiftZZJ&Ltc (1. 2 7g) 0 

'H-NMR (400 MHz, DMSO-dg): 7.48 (2H, d, J = 8.3 Hz), 8.00 (2H, d,* J = 8.3 
Hz), 8.06 (1H, s). 



2-^ci^_4' -^uuT±hy^yy (12. 7g) x 
A (10. lg) (DVtJ-tl'iSvV&TK K (5 0mL) ^Sr^trCSI^TO^l, 
fc 0 «fl±JLfe@^5®U TkSfcLfc. #£>;Mfc@#:}^ (10 0 

mL) ftSXtim. (lOOmL) %Mzl. 1 5B$ffl)\mBM%fi<Dtc 0 mm, ^ 

iot«|fr^#fc (5. Og) 0 

J H-NMR (400 MHz, DMSO-dJ: 4.59 (2H, s), 7.68 (2H, d, J = 8. 3 Hz), 8.05 
(2H, d, J = 8.3 Hz), 8.52 (2H, s). 




S 

/^-COONa 




a) 2-7S/-4' -^P7t yy^j ymmu 



o 
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b) N- (4' -tuny^-r^/tv) ^^-^y^^/v^^jv 



o^y7t7-b (3. 3g) <D<0»Vy (5 0mL) H®^^ 15^^JDm 

^-NMR (400 MHz, DllSO-de): 1.30 (3H, t, J = 6.8 Hz), 4.28 (2H, q, J = 6.8 
Hz), 4.70 (2H, d, J = 5.8 Hz), 7.62 (2H, d, J = 8.8 Hz), 8.03 (2H, d, J = 
8.8 Hz), 9.14 (1H, t, J = 5.8 Hz). 

c) 5- (4-^PD7x-/U) ;U-2-$/\'tf>'&x-3 L /\s^X J r/U 



N- (4' -^np7it^) *-aMK >Wpxf'A*cXTA' (3. 6 g) OX 
(2 0mL) ***>mky> (6. 2mL) £;&qjJL »£*&5II* 

'H-NMR (400 MHz, DMSO-de): 1.35 (3H, t, J = 7.3 Hz), 4.40 (2H, q, J = 7. 3 
Hz), 7.61 (2H, d, J = 8.7 Hz), 7.85 (2H, d, J = 8.7 Hz), 8.04 (1H, s). 




CI 
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akftufc^^ 5-tKo^wy7^wi> (io g ) o^y^v (10 

OmL) hV7A'*v*fii'Xflrti&mm (8. 8mL) &»TU 

(15g) Sr#fCo %hMi^fV (5g) 0>YA*£y (3 OmL) ?gfe N 4- 
^nn7x=;^oy|| (3. Og) O^y^mm (1 OmL) x 2M»- 
M> (18mL) SrJnfcfcfc, SJtS^rtO^Sr^WBfeLfc. 

tf* £<0il£4&fc^ hV7^~/l'7frX7j^/<7WJ>> (1. 7 g ) ^ 

#&#fc (3. 7g) c 

'H-NMR (400 MHz, DMSO-de): 3.93 (6H, s), 7.57 (2H, d, J = 8.3 Hz), 7.79 
(2H, d, J = 8.3 Hz), 8.39 (2H, d, J = 1.4 Hz), 8.46 (1H, t, J = 1.4 Hz). 



COOEt 




a) 5-(4-^nn7x=;l')^y7^1/- h 



COOMe 
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b) 5- (4-^PD7x=;l/) -3-=.h*i'ifA'&-A<&M&& 



COOEt 



CI 




COOH 



5- (4-^on7x=/v-) jyyfu—h (3. 1 g) <dx.?;~ 
(3 0mL) ^Jltfxhyfc: Ynyyy (1 5mL) Cpm&l^ M^tthV^ 
5 A (0. 4 1g) tf>* (lmL) ^«KLfc 0 £©®£^&g*r?l 5^K^ 

fc#Lefe@fl;«r#fc (2. 4g) o 
10 ^-NMR (400 MHz, DMSO-de): 1.37 (3H, t, J = 7.3 Hz), 4.39 (2H, q, J = 7. 3 
Hz), 7.57 (2H, d, J = 8.7 Hz), 7.79 (2H, d, J = 8. 7 Hz), 8.37 (1H, d, J = 
1.4 Hz), 8.39 (1H, d, J= 1.4 Hz), 8.47 (1H, s), 13.50 (1H, brs). 
$mmi :N- [3 -ST,/ -4- (4-fc Kn^t^U v^- 1 — T/l^) 7^ 



WO 0 0/4 7 5 5 8 ^<m\Z.W&(D 5-T5/-2- (4-fc Kn* ^fcv<y 
*J>-l-4M 'Oy*~}*V/i' (5g) $8J:tM--9— KSfcBSlfc (6. 3 g) 
fc s l-liVvteti^^hVTV^l^tm (HOBT:3. 7 g) „ 1-^ 
^/W- 3 - ( 3 -i?* ?vlT ^ y T'n fcVv) * KiH (WSCI : 

20 5. 3 g) fcJil^^vMvUATS K (lOOmL) SriP^ 35fflfcT2 

ftVfro (2 0 0mL) Sriw^ *rffi@#«:5flfcU #ktWL@#&T 

^HMI^fc (9. 3g) 0 



15 



CN 




O 
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'H-NMR (400 MHz, DMSO-dJ 5 : 1.4 - 1.6 (2H, m), 1.8-1.9 (2H, m), 2.85 - 
2.95 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.76 (1H, d, J = 3.9 
Hz), 7.19 (1H, d, J = 8.8 Hz), 7.74 (2H, d, J = 8. 3 Hz), 7.85 - 7.9 (1H, 
m), 7.93 (2H, d, J = 8.3 Hz), 8.08 (1H, d, J = 2.0 Hz), 10.41 (1H, s). 

: 1 7 6-1 8 0^. 
^JS0!I2 : 4- (4-?uv7az~sl') -N- [3— >TS-4- 
isV^V Vis- l-j M y^~)V\ ^y^T^ K 



^IMl-e#fetbfcN- [3-^7V-4- (4-t Kn^tr^U^-i- 
J/l<) 7x^] F (0. 5g) N 4-^BB7x=^aj? 

(0. 27g) x 2MfcWtfhVVJ**m& (1. 5mL) *J&&*7A' 
fr/VATS K (lOmL) &jBS>U Jx^rt©£&«rg*B&Ufc. ftV^ 
£>21£$3fc-r by^r* hp 7si=.A<&X7<{ >v*?$?frA (0. 6 6 g) Sr^P^ 

U *fel!:r-feh^/*J:9?s»«rtfv\ Wk$MM>mtz (o. l 8 g) . 
'H-NMR (400 MHz, DMSO-d,,) 8 : 1.5 - 1.6 (2H, m), 1.8-1.9 (2H, m), 2.85 - 
2.95 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.73 (1H, d, J = 4.4 
Hz), 7.21 (1H, d, J = 9.2 Hz), 7.57 (2H, d, J = 8. 8 Hz), 7.81 (2H, d, J = 
8.8 Hz), 7.86 (2H, d, J = 8.3 Hz), 7.93 (1H, dd, J = 2.5, 9.2 Hz), 8.06 
(2H, d, J = 8.3 Hz), 8.13 (1H, d, J = 2.5 Hz), 10.42 (1H, brs). 
H£: 2 3 0-2 3 5^. 




J3N 

K3o 



OH 
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'H-NMR (400 MHz, DMSO-d^) 5 : 1.5 - 1.6 (2H, m), 1.85 - 1.95 (2H, m), 2.85 
- 2.95 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.70-4.75 (1H, m), 
7.20 (1H, d, J = 8.7 Hz), 7.35 (1H, dd, J = 7.8, 7.8 Hz), 7.8 - 8.0 (3H, 
10 m), 8.05-8.1 (1H, m), 8.29 (1H, s), 10.42 (1H, s). 
1K£ : 1 7 8-1 8 2t. 

^&S$|4 : 3- (4-^nn7i=;V) -N- [3— — 4- 

CN 

! H-NMR (400 MHz, DMSO-de) 5 : 1.55 - 1.65 (2H, m), 1.85 - 1.95 (2H, m), 
2.85 - 2.95 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.74 (1H, d, J 
= 4.4 Hz), 7.22 (1H, d, J = 8.8 Hz), 7.58 (2H, d, J = 8.3 Hz), 7.64 (1H, 
20 dd, J = 7.8, 7.8 Hz), 7.81 (2H, d, J = 8.3 Hz), 7.9 - 8.0 (3H, m), 8.11 
(1H, d, J = 2.5 Hz), 8.22 (1H, s), 10.45 (1H, s). 
: 1 25-1 2 7t. 
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£ffi095 : N- [3-WV-4- (2, Kn^ynsjf^ 
7 m -4-3- K'O'XT 5 K 



5 -T ^ / - 2 - ( 2 , 2 ^/V- 3-tKn drVT'a flf^i/) <<l/V=- h 

'H-NMR (400 MHz, DMSO-d,) S :0.96 (6H, s), 3. 31 (2H, d, J = 5.4 Hz), 3.85 
(2H, s), 4.69 (1H, t, J = 5.4 Hz), 7.26 (1H, d, J = 9.2 Hz), 7.74 (2H, d, 
J = 8.3 Hz), 7.9-8.0 (3H, m), 8.08 (1H, d, J = 3.0 Hz), 10.41 (1H, s). 
MM. : 12 8-13 OX:. 

$mffl6 : 4- (4-^po7i^) -N- [3— >T/-4- (2, 
<f-?\>- 3-fcKP #^$/) 7^~jV\ ^yX7 ^ K 



J H-NMR (400 MHz, DMSO-dJ 8 : 0.97 (6H, s), 3.3 - 3.35 (2H, m), 3.86 (2H, 
s), 4.65 - 4.75 (1H, m), 7.28 (1H, d, J = 9.3 Hz), 7.57 (2H, d, J = 8.3 
Hz), 7.81 (2H, d, J = 8.8 Hz), 7.87 (2H, d, J = 8.3 Hz), 7.9 - 8.0 (1H, 
m), 8.07 (2H, d, J = 8.8 Hz), 8.1 - 8.15 (1H, m), 10.43 (1H, s). 
Bt& : 1 8 5-1 8 7^. 




CN 
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mMM7 :N- [3— >7V-4- (2, 2-^f^-3-tKPWn^ 
V) 7 x s/i/] -3-3- K^VXT 5 K 



O 

5 -T $ J - 2 - (2, 2-v>pt fyP- 3-tKn ^X/n atf*^) ^sV~ \ 

'H-NMR (400 MHz, DMSO-d,,) 6 : 0. 96 (6H, s), 3.3-3.4 (2H, m), 3.85 (2H, 
s), 4.65 - 4.75 (1H, m), 7.2-7.4 (2H, m), 7.9-8.0 (3H, m), 8.08 (1H, 
d, J = 2.5 Hz), 8.30 (1H, s), 10.43 (1H, s). 
10 : 145-14 7t. 

M)foM8 : 3- (4-^nn7x^) -N- [3—f7V-4- (2, 2-i?^ 
3vV- 3-tKP ^^-» 7^/1/) ^<yX7 $ K 



! H-NMR (400 MHz, DMSO-dJ 8 : 0.97 (6H, s), 3.3-3.4 (2H, m), 3.86 (2H, 
s), 4.65 - 4.75 (1H, m), 7.28 (1H, d, J = 8.8 Hz), 7.5-7.7 (3H, m), 7.82 
(2H, d, J =7.4 Hz), 7.9-8.0 (3H, m), 8.11 (1H, s), 8.23 (1H, s), 10.46 
(1H, s). 
20 MM.: 14 0-1 42t. 
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^6&#|9 : 5- (4-^nn7x^) -N- [3-VT/-4- 



5-TS/-2- (4-tKo^i/^!Ji?V-l-^) -<^=hp^5 

'H-NMR (400 MHz, DMSO-de): 1.55 - 1.65 (2H, m), . 1.85 - 1.95 (2H, m), 2.85 
- 2.95 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.74 (1H, d, J = 3. 9 
Hz), 7.2 - 7.3 (2H, m), 7.40 (1H, d, J = 3.4 Hz), 7.58 (2H, d, J = 8.3 
10 Hz), 7.85 - 7.95 (1H, m), 8.01 (2H, d, J = 8.3 Hz), 8.06 (1H, s), 10.31 
(1H, s). 
• . BMt : 1 3 9-1 4 0<C. 

MJfcMlO : 5- (4-^PP7i^) -N- [3— i/TJ-4- (2, 2-v? 



5—TK/ — 2— (2, 2 -i?^ ^/V- 3-fcKB Y 

'H-NMR (400 MHz, DMSO-dg): 0.97 (6H, s), 3.32 (2H, d, J = 5.4 Hz), 3.86 
20 (2H, s), 4.70 (1H, t, J = 5.4 Hz), 7.25 (1H, d, J =3.9 Hz), 7.29 (1H, d, 
J = 9.3 Hz), 7.40 (1H, d, J = 3.9 Hz), 7.58 (2H, d, J = 8.8 Hz), 7.96 (1H, 
dd, J = 9. 3, 2.9 Hz), 8.01 (2H, d, J = 8.8 Hz), 8.07 (1ft d, J = 2.9 Hz), 



CN 
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10. 32 (1H, s). 

1 5 5-1 5 7<C. 

Mffiffll 1 : 5- (4-^o n7x- /V) — N— [2- (4-fc Ka^ri/b^y 



J^P^^J 1 T#f>tlfc 5 -T ^ / - 2 - (4-tKn ^S/fc^y i?^- 1 ->f 
/V) lfy^yt5- (4-^na7x^) 77V-2-^/^V^SrffiV^HSS 
0!! l 2: H^fci^iHT o^£lz£V) &M&Miih&mtc 0 

^-NMR (400 MHz, DMSO-de): 1.3 - 1.4 (2H, m), 1.65 - 1.75 (2H, m), 3.0 - 
3.1 (2H, m), 3.65 - 3.75 (1H, m), 3.95 - 4.05 (2H, m), 4.69 (1H, s), 6.88 
(1H, d, J = 9.3 Hz), 7.22 (1H, d, J = 3.4 Hz), 7.34 (1H, d, J = 3.4 Hz), 
7.57 (2H, d, J =8. 7 Hz), 7.83 (1H, dd, J = 9. 3, 2.4 Hz), 8.01 (2H, d, J = 
8.7 Hz), 8.40 (1H, d, J = 2.4 Hz), 10.12 (1H, s). 
MM : 18 7-1 9 0t. 

^Sfe^Jl 2 : 5- (4-^mviy^-;u) -N- [3-W-4- (4-^/1^ 
y/tvy *?*y— i y=.=.)\>] 77^-2 K 



1 lHM. (400 MHz, DMSO-de): 1.5 - 1.6 (2H, m), 1.85 - 1.95 (2H, m), 2.25 - 
2.35 (1H, m), 2.45 - 2.55 (4H, nO,2.75 - 2.85 (2H, m), 3.45 - 3.55 (2H, 



CI 
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m), 3.5-3.6 (4H, m), 7.21 (1H, d, J = 8.8 Hz), 7.25 (1H, d, J = 3. 9 Hz), 
7.40 (1H, d, J = 3.9 Hz), 7.58 (2H, d, J = 8.8 Hz), 7.85 - 7.95 (1H, m), 
8.00 (2H, d, J = 8.8 Hz), 8.06 (1H, d, J = 2.5 Hz), 10.31 (1H, s). 
MM : 2 14-21 6*0. 

^J&#!|13 : 5- (4-^an7i=/W) -N- {.Z-i/T J -A- [4- (3, 
4, 5, 6-7f7t Kn- 2H-t°7^-4->r^) ^y^V-\-^tV\ 



5-T*y-2- [4- (3, 4, 5, 6—r t Kn- 2H-fc°?V-4- 
^/v) fc^S^-l— ^>-y=M;/Vi:5- (4-^an7x=;v) 77 
^-2 -^/^^^^T^fiSM 1 £ l^fciftffcfcfT 5 £t £ 9 , 

^-NMR (400 MHz, DMSO-dg): 1.35 - 1.45 (2H, m), 1.7-1.8 (2H, m), 2.4 - 
2.5 (1H, m), 2.6-2.7 (4H, m), 3.05 - 3.15 (4H, m), 3.25 - 3.35 (2H, m), 
3.85 - 3.95 (2H, m), 7.20 (1H, d, J = 8.8 Hz), 7.24 (1H, d, J = 3.4 Hz), 
7.41 (1H, d, J = 3.4 Hz), 7.57 (2H, d, J = 8.8Hz), 7.93 (1H, dd, J = 8.8, 
2.5 Hz), 8.00 (2H, d, J = 8.8 Hz), 8.08 (1H, d, J = 2.5 Hz), 10.32 (1H, 
s). 

MM. : 2 2 6-2 2 7^. 

: 5- (4-^nti7x=;V) -N- (3 — >7V -4 - fcXJ7 SV 
7x^) 75y-2-W^f^K 



CN 
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'H-NMR (400 MHz, DMSO-de): 1.5-1.6 (2H, a), 1.65 - 1.75 (4H, m), 3.05 - 
3.10 (4H, m), 7.20 (1H, d, J = 8.8 Hz), 7.25 (1H, d, J = 3.4 Hz), 7.40 
(1H, d, J = 3.4 Hz), 7.58 (2H, d, J = 8.3 Hz), 7.91 (1H, dd, J = 2.5, 8.8 
Hz), 8.01 (2H, d, J = 8.3 Hz), 8.06 (1H, d, J = 2.5 Hz), 10.31 (1H, s). 
MM : 14 5-14 7t. 

^&fc#«|15 : 5- (4-^PP7x=;V) — N— [3— — 4- (1, 4-^ 

[4, 5] x#-8 — <)V) 7 yfy- 2 -jtj;u 



(1, 4— [4, 5] x#-8-^ 

J H-NMR (400 MHz, DMSO-dg): 1.75 - 1.85 (4H, m), 3.15 - 3.25 (4H, m), 3.93 
(4H, s), 7.2-7.3 (2H, m), 7.41 (1H, d, J = 3.5 Hz), 7.58 (2H, d, J = 8.3 
Hz), 7.9 - 7.95 (1H, m), 8.00 (2H, d, J = 8.3 Hz), 8.08 (1H, d, J = 2.4 
Hz), 10.32 (1H, s). 
MM : 1 8 7-1 8 9°C. 
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6 : 5- (4-^nn-2-^ho7x=;l/) -N— [3 -->7V-4- 



5-TS/-2- (4-t Kn^^y^v- l-^/i/) MJ/W: 5 

'H-NMR (400 MHz, DMSO-d,,): 1.5-1.6 (2H, m), 1.8-1.9 (2H, m), 2.85 - 
2.95 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.72 (1H, d, J = 4.4 
Hz), 6.99 (1H, d, J = 4.4 Hz), 7.19 (1H, d, J = 8.7 Hz), 7.45 (1H, d, J = 
3.9 Hz), 7.8 - 8.05 (4H, m), 8.22 (1H, d, J = 1.9 Hz), 10.32 (1H, s). 
MA : 2 24-226*0. 

^&#J17 : [3-V-7V-4- (4-fc KEJ^fcV^y 

7x=;V] f-^"7^> f —2—i3;V-^^r-^-^ K 



O 

^-NMR (400 MHz, DMSO-d,.): 1.5-1.6 (2H, m), 1.8-1.9 (2H, m), 2.85 - 
2.95 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.73 (1H, brs), 7.19 
(1H, d, J = 8.8 Hz), 7.37 (1H, d, J = 3.4 Hz), 7.75 - 7. 85 (2H, m), 8.00 
(1H, d, J = 2.5 Hz), 10.39 (1H, brs). . 

^K&#018 : 5- (4-^nP7i-;l/) -N- [3-i VT J — 4- (4-tKn 



CN 
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^ffi^Jl 7t?#fc5-^n^-N- [3— >7V-4- (4-t Kb W^JI 

J H-NMR (400 MHz, DMSO-d,.): 1.5-1.6 (2H, m), 1.85 - 1.95 (2H, m), 2.85 - 
2.95 (2H, a), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.74 (1H, d, J = 4.4 
Hz), 7.21 (1H, d, J = 9.3 Hz), 7.53 (2H, d, J = 8.1 Hz), 7.67 (1H, d, J = 
3.9 Hz), 7.78 (2H, d, J = 8. 1 Hz), 7.8-7.9 (1H, m), 7.99 (1H, d, J = 3.9 
Hz), 8.0-8.1 (1H, m), 10.38 (1H, s). 
: 2 4 6-2 4 9TC. 

: N- [3—X7V-4- (4-tKa^>t^y^-l-^) 
y^=.)V\ -5- ft7xy-2-*;v^f^K 



CN 




®r&f&M 2 feftfc 5 - (1— ^7*^-2-«>f 

'H-NMR (400 MHz, DMSO-de): 1.5-1.6 (4H, m), 1.65 - 1.7 (2H, m), 1.8 - 
1.9 (2H, m), 2.1 - 2.2 (2Hj m), 2.3 - 2.4 (2H, m), 2.8 - 2.9 (2H, m), 3.25 
-3.35 (2H, m), 3.6-3.7 (1H, i), 4.72 (1H, d, J = 4.4 Hz), 6.25-6.35 
(1H, m), 7.12 (1H, d, J = 3.9 Hz), 7. 17 (1H, d, J = 9.2 Hz), 7.8 - 7.9 
(2H, m), 8.01 (1H, d, J = 2. 5 Hz), 10.24 (1H, s). 
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HLft : 1 8 0-1 8 2°C. 

^!&#!12 0 : 4- (4-^db7i^) -N- [3—>T/-4- (4-t Kp 




5 5-T^y-2- (4-fcKD^^i?y-i-^;i,) ^/^MJ/i^JI 

'H-NMR (400 MHz, DMSO-de): 1.55 - 1.65 (2H, m), 1.85 - 1.95 (2H, m), 2.85 
- 2.95 (2H, m), 3. 3 - 3.4 (2H, m), 3.6 - 3.7 (1H, m), 4.75 (1H, d, J = 3.9 
10 Hz), 7.23 (1H, d, J = 9.3 Hz), 7.59 (2H, d, J = 8.3 Hz), 8.03 (1H, dd, J = 
9.3, 2.9 Hz), 8.1 -8.2 (3H, m), 8.57 (1H, s), 10.77 (1H, s). 
MA 1 0 4-1 0 7°C. 

^61^12 1 : 5- (4-^P0 7x=;V) -N- [3— ^7V-4- (4-t Kp 

15 




y^^/V^^/V (2. Og) N T^mti-hV^J^ (0. 4 8g) :fcj;tf5 0% 

^^y-/V7K^^i^pi^i^Lfc e ttim 

U 5- (4-^on7x=;V) ^i^— /V- 2 -jfr/^^tftOjfcfcfeHfl: 
20 ' (l. 5g) £#fc 0 i©@^Sr6 Otrcj^L*©**&<&^l!:JB^fco 

±IB¥fel?#^tT/fc5- (4-^pp7i^) ttV s /~A^-2—jjA>4itls& 
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'H-NMR (400 MHz, DMSO-dJ: 1.55 - 1.6 (2H, m), 1.85 - 1.90 (2H, m), 2.85 - 
2.95 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.73 (1H, d, J = 4.4 
Hz), 7.21 (1H, d, J = 8.8 Hz), 7.62 (2H, d, J =8.2 Hz), 7.89 (2H, d, J = 
8.2 Hz), 7.98 (1H, dd, J = 8.8, 2.4 Hz), 8.07 (1H, s), 8.11 (1H, d, J = 
2.4 Hz), 11.01 (1H, s). 
MM : 1 9 3-1 9 5tX 

2 : 3- (4-^ao7x=;V) -N- [3-STV-4- (4-tKo 



£fn^#] 5 "C#^tLfc 5 - (4-?u t?73,=. ;V) - 3 -a; b ^#/P;<fc=.A<§£& 

X H-NMR (400 MHz, DMSO-dJ: 1.38 (3H, d, J = 7.3 Hz), 1.55 - 1.65 (2H, m), 
1.85 - 1.95 (2H, m), 2.85 - 2.95 (2H, a), 3.3-3.4 (2H, m), 3.6-3.7 
(1H, a), 4.35 - 4.45 (2H, m), 4.74 (1H, d, J = 3.9 Hz), 7.21 (1H, d, J = 
8.8 Hz), 7.60 (2H, d, J = 8.3 Hz), 7.84 (2H, d, J = 8.3 Hz), 7.85 - 7.95 
(1H, m), 8.10 (1H, d, J = 2.4 Hz), 8.34 (1H, s), 8.46 (1H, s), 8.49 (1H, 
s), 10.60 (1H, s). 

^M2Z : 3- (4-^po7i=;V) -5-{ [3- >7V-4- (4-fcK 



COOEt 
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MM®! 2 2 T# bflfc 3 - (4-^P7s=;V) -N- [3-V7V-4- 
(4-fc Kn^>^yi?y-l->f/v) -5-3:h^^^-/w< 
^XT^K (lg) iDx.fi S -A, (50mL) aftfc2ft£*ftffrt- h P 

(5mL) fcflD*., ^MT'3^ra^Lfc 0 SrtSa^fed»fe««E«5feU lM 

bt\ fe&*£Afrftfc (0. 3 2g) o 

'H-NMR (400 MHz, DMSO-dJ: 1.55 - 1.65 (2H, a), 1.85 - 1.95 (2H, m), 2.85 
-2.95 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.74 (1H, brs), 7.22 
(1H, d, J = 8.8 Hz), 7.60 (2H, d, J = 8.8 Hz), 7.84 (2H, d, J = 8.8 Hz), 
7.9-7.95 (1H, m), 8.11 (1H, d, J = 2.5 Hz), 8.36 (1H, s), 8.44 (1H, s), 
8.52 (1H, s), 10.62 (1H, s). 
MA : 1 2 0-1 2 5t: 

£%0J2 4 : 5--?**- N- [3— ^7V-4- (4-fc Fn^t^y i?>- 
1-4 >V) 7i^] ^afyj^K 




5 -T % J - 2 - (4 - fc Ko ^rffwy 1 -JM -<yy=. y 5 

'H-NMR (400 MHz, DMSO-d.) : 1. 5 - 1. 6 (2H, m), 1. 8 - 1. 9 (2H, m), 2. 8 - 2. 9 
(2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m),4.75 (1H, brs), 7.19 (1H, d, 
J = 8.7 Hz), 7.84 (1H, d, J = 8.8 Hz), 8.05 (1H, s), 8.51 (1H, s), 8.89 
(1H, s), 9.04 (1H, s ). 
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$3fcffl25 : 5- (4-^pp7x=/V) -N— [3— ^T/-4- (4-t Ko 



LN-^ 2 - tfn y K^/^-^/^jft^olg^fbK: <£ 9 JfSSgL 

'H-NMR (400 MHz, DMSO-d,,): 1.5-1.6 (2H, m), 1.8-1.9 (2H, m), 2.85 - 
2.95 (2H, m), 3.25 - 3.35 (2H, m), 3.6-3.7 (1H, m), 4.34 (1H, s), 7.22 
(1H, d, J = 8.8 Hz), 7.63 (2H, d, J = 8.8 Hz), 7.9-8.0 (3H, m), 8.13 
(1H, d, J = 2.4 Hz), 8.73 (1H, s), 9.13 (1H, d, J = 1.9 Hz), 9.15 (1H, d, 
J = 1.9 Hz), 10.83 (1H, s). 
MM : 1 9 5-2 0 OX:. 

: 6— l/a^E— N- [3-->7 J -4- (4-fc Ko^f^y 



5-T$/-2- (4-fc Kn^v-f^y^-!-^^) h y 6 

t- y 2 -^^V^^v^^iS^ 1 1 mteMfm? Z £ fci 

! H-NMR (400 MHz, DMS0-d 6 ): 1.55 - 1.6 (2H, m), 1.8-1.9 (2H, m), 2.85 - 
2.95 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1ft m), 4.73 (1H, d, J = 4.4 
Hz), 7.20 (1H, d, J = 8.8 Hz), 7.9 - 8.35 (5H, m), 10.59 (1H, s). 





O 
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^6&#|2 7 : 6- (4-^0071^) -N- [3— V7J-1— (4-fc Kn 




^-NMR (400 MHz, DMSO-de): 1.55 - 1.65 (2H, m), 1. 85 - 1. 95 (2H, m), 2.85 
-2.95 (2H, m), 3.3-3.4 (2H, n). 3.6-3.7 (1H, m), 4.75 (1H, d, J = 4.4 
Hz), 7.23 (1H, d, J = 8.8 Hz), 7.61 (2H, d, J = 8.3 Hz), 8.05 - 8.35 (5H, 
a), 8.43 (2H, d, J = 8.3 Hz), 10.62 (1H, s). 
10 fflj£ : 9 8-1 0 O^C. 

^»J2 8 : N- [3—>T/-4- V***/^}) V^- 1 -4 fr) 

•7 x. si/V] — 4 - i/fi n ^^i/;i"<yX7 ^ F 

H CN 
O 

5-TS/-2- (4-tKo^^P^y-l-^) ^W=M>A-£4 

J H-NMR (400 MHz, DMSO-dg) 8 : 1.2 - 1.85 (14H, m), 2.5-2.6 (1H, m), 2.8 - 
2.9 (2H, m), 3.25 - 3.35 (2H, m), 3.6-3.7 (1H, m), 4.72 (1H, d, J = 4. 4 
Hz), 7.17 (1H, d, J = 9.3 Hz), 7.36 (2H, d, J = 7.8 Hz), 7.8-7.9 (3H, 
20 m), 8.09 (1H, d, J = 2.4 Hz), 10.26 (1H, s). 
HL& : 21 8-2 20t 
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: N- [3-V7V-4- (4 - 1 Hn^tf-^y Pis- l ->f /v) 
7x=/V] -4- (1 -fc°P p) ^<^XT^ K 




0 



5 - (i-t 6 on) $AM^^TlSfiMi^im&^«^T 5t^R:J:D % 

'H-NMR (400 MHz, DMSO-cU 5 : 1.5 - 1.6 (2H, m), 1.8 - 1.9 (2H, m), 2.85 - 
2.9 (2H, m), 3.3-3.4 (2H, m), 3.6-3.7 (1H, m), 4.72 (1H, d, J = 3.9 
Hz), 6.31 (2H, dd, J = 2.0, 1.9 Hz), 7.19 (1H, d, J = 9.3 Hz), 7.52 (2H, 
10 dd, J = 2.0, 1.9 Hz), 7.76 (2H, d, J = 8. 7 Hz), 7.90 (1H, dd, J = 9.3, 
2.9 Hz), 8.04 (2H, d, J = 8.8 Hz), 8.11 (1H, d, J = 2.5 Hz), 10.35 (1H, 
s). 

: 2 3 6-2 3 8*0. 

15 mmtB&mi 

(mg) 

*&mtt&m io. o 

. $L*f 10 9. 6 

KtttifrfeA'P-;* 2 7. 4 

20 ejBfeJC^B 1. 5 

^f7!Jyiv^^»A i; 5 

i so. o am 

25 S/HfcJBV\ ^ ^-^«jBEB**B»U 2 0^ vis*. 
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U 5 0mgO^j3 0 0 O^#5o 

itjt ! FN _ y 

ncanavalin A (Con A) ^^PLT^tt^Lfc^ ifc*±J»(fi 
I L-4*S£tf i FN- y Sr % #^^^:^v^fc^^#^^^:a:oT 

6-1 2^©^BALB/c^^X^P > |$|itr^®Kj{^WU 1 0%<D§& 
(FCS) ^PLfcRPMI 1 640J§ifi (S^-rft8<!) 

15 mi 16 4 ommx+3mmfr-$-zzb\z£->x, mm^m-mmmm^m^ 

LfCo &*5, FCSii, hbfrZ&5 6X1X3 Ofrm<Dm^mfcW&%l,tch<D$; 

RPMI 1 6 4 OigilfcfCf*,- i0mmol/L©2- [4- (2-fc K 
ndf^^) -l-fc 0 ^?^-^] rc^v^/w^^ (HE PES) % 60/tg 

20 LTftfflLfe. 2. 5 X 1 0 6 ci/")x/l/t4 MtftU 

*Wn<Dtt&m* 0. 0001~10/tmol /L£>«^T«nU 10/»g/ 
mLOCon A (^^IV, $^-r#®D £>#£T\ C0 2 

3 7<C N 5%CO s - 9 5 %£%.(D0kftTX, 2 4B#HP^Ut 6 ft 

25 T> IL-4^itJ«IFN-yOS*(c:^fflLfc: e sfciS, «£±imi, 

-r^xcomm. - 2 oxix^m^ 

9 6^-T^n^ h7°l/-f^ s 1 fM g /mL©7y hfci^<7* I L-4^y 
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m ^5 0fiL/^^u^mnu gm.-eimmnmhtc. mmx6®m>htc 

^^*±§D ^rtffiL^ ^^x;W4 SOnm^^SSbfeSSrillStfCo 
t^tLTUayftyK^I L-4 (77- ^^>-|fc$l) &fd2!J 

15 k#i£«±?f L-4 fcSVMS I FN— y ©^^*LfCo #%W<Dib$%) 

ht\z Ltc^mmmm^x^x s 5o%mimm dcj ^<om^ 

*mJMt&mtel L-4jg££ftLT, 0. 00 0 1^0. 0 1 /imol/L 

20 i L-4^{c^rs^jf^ffl^i / /i o~i/i ooo ti§< % *38?gfl>fk: 

L-4m£\mhxmmmmm&^z.k&mt$ntc 0 Mm 

^6IM2^-a^©IL-4|i^{]^J^^IC 50 =0. 0 4 9/zmol/L s I 
FN-7»lII|JfMlC 60 =0. 9 7/ziiio £fc % BALB 

/cv$x&m>ffl*rim&* mT;u7*y%imbLxm^xtm4kLtzffii 

25 fcff3£$*l,5 I *5«fctfv V XT h 2mm, D10. G4. 1|| 
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fr£&±m&MfcO. 5ml &6~7Mffc£4£14BALB/c-<r!>* (B^-r- 

mmm^tco *m(Dfc^*tc\**(Dmm±w®\Mz>mx o. 5%tK 

v^^n^/V^^;u^;uv2^\zmm^tcitmm^X, 0. 0 1~10 0mg 
10 feu ^^/Mc^T, ^**©l*l*<Z>J!t$& % ^TA^/-i?ftttfflUTWe 

s^ff^^ov^Tn, #p ( n =5~i o) r i K^-mmmirmm^Mxm 

0. 1-10 Omg/k gM©MPS4t, ft^^l^W^S 

^WA^mmmKim u Th2 «ua^»#i-5 r 

MMlOOmg/k g»©SD7y b&^t^fttOBALB/c-*' 
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liftman* < s *»o«h/fcS|BiE»*«r^rl-5 BSX«rft^f & 5 0 
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R 1 l^nyy, 7Vl^/K T/V=3^ nhn, fi&g&^LTVvCk 

10 ^fy, 4fc«^g^UTV^^J;v\ ^yi?y x tr?s^ tfy^v, 

15 */%;\si$~;VT;\<>*c;\>%7Flr 0 

R 3 li/NP^^ *>TA -ho, T^y\ 77H*/K T/l^^K 

20 R 4 f*7K^ N /no >>T / &fcf*~ b o $r^i- c 
R 6 
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5 TV -AO*-* V, 

10 *W?K 

15 S: -0-He t (g<^ He t tt, LTWCfc.U f)^m^\m 

3r^*f~o ) 

-N (R 6 ) (R 7 ) 

R 6 &j;tfR 7 « % ^-rs^m-^^-^^^o-Cs g&g&*LTVvr*>«i:< 

R 8 



25 (5£q^ R 8 /Ma^y, T/^/K T/Ua*^ = T$y*fc»fc 
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2. StO^TfE:* 



R 11 «tK^ T/Va^v^ = T^A fc K 

3. Z;&SCH£;^U R 4 &&m*7FU R 3 ^ 5£ (I) ^r^^stst 
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R 11 R 11 R 11 R 11 R 11 R 11 

0 0 6 ^ cif <Jj 



(R 1 1 ftTK^s T/i^/K 7;i/3^^ =M3, 7$/, tKn* 

5 fcJ:0«*ixS^>^^fcBS®eS^*^U ZttCHS^U R 2 ffeK^* 
fc^T/v-^/v^U R 3 tes 5*: (I) 4>©7i=^i^Qi:Sr^*7W^^ 

^3^g^i-5^n^y x VTA ^bP*fc«/M3T^/v^U R 4 fi 
15 5. mQ&T&R 



&mu zficH^u r 2 * fc \vrfr*^*7F u r 3 ^ (D * 




,11 



,ii 



,ii 
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6. R 5 <D& : -N (R 6 ) (R 7 ) fc&^T, R 6 fcitfR* 

R 8a 



R 88 «tK^ /Na^y % T/V^/K -bP, T^/Sfcte 

fc KadrV^1- e Yf*CH 2 N CH-R 9 , *fc«N-R 10 mttO, 
I3;fcte2&*cf 0 rri?, R 9 tttKn*^ T/i^/K t Kn^i/7;i^;K 

-4-^/P^i~ 0 ) 

7. (1) N- [3-S/7V-4- (4-t Kn^tr^JJ^-i-^/v) 7^ 
—fr] - 4 - 3 — K^^XT 5 b\ 

(2) 4- (4-^p.P7x=/V) -N- [3-i VTJ-4- 

(3) N- [3-*>7V-4- (4-fc Kta^>tT-<y^-l->f^) 7cn= 
A-] - 3 - 3 — K^^XT $ Ks 

(4) 3- (4-^PD7i^) -N- [3-VT/-4- (4-t KP**/tf 

(5) 5- (4-^nn7x=^) — N— [3— *>7V-4- (4-t Ko^f 



71 



WO 2004/002948 



PCT/JP2002/006606 



(6) 5- (4-^na7i^) -N- [3— >7V-4- (2, 

(7) 5- (4-^PP7x=/V) -N- [2- 

77^-2-^/^t$ f\ 

(8) 5- (4-?un7^~/U) -N- [3— XT/-4- (4-*;l>fc}) / ¥ 

(9) 5- (4--* a pyacn/U-) -N- [3— >>T/-4- [4- (3, 4, 
5, 6-7f7t KP-2H-t°y^-4-^) ^yis^-l-J/l,] 

77y-2-^/^tn\ 

(10) 5- (4-^PP7x^) -N- (3-v-Ty-4-t°'<y v'/^ai^ 
/V) 77^-2 -#/l^=3r^ 5 h\ 

(11) 5- (4-^PP7i^) -N- [3—>7V-4- (1, 4-i?tt 
f— 8-Tif*fc°n [4, 5] 7^-8-^) :7^-2-#/l^ 

(12) 5- (4-?vu-2--bv7^~/l>) -N- [3— ^7V-4- (4 
-fc Kn^t^U^-i-^) 77^-2-^/V^f-^ K % 

(13) 5- (4-^PP7i=/l/) -N- [3-VT/-4- (4-fc 
t°^<j;^V-l-^;v) ^a^/U] ^^-7ai^-2-^/l'2}?^^ K„ 

(14) N- [3-i VTS-4- (4-fc Kd^Vf^y l->f/U) 7*= 
/V] - 5 - ( 1 -S^ /V) is- 2 -7^/^^f- 5 K % 

(15) 4- (4-^pp7i=;V) -N- [3—>7V-4- (4-fcFP^i/ 
fc°-<y v^-l-^/v) f7y*-;i/-2-*;^tU\ 

(16) 5- {4-?nn7^-;i,) -N- [3—>Ty-4- (4-t Kn^ 

(17) 3- (4-^PP7x^) -N- [3— yTJ-4- (4-tKP^i/ 
f ^ y v^- 1 7 - 5 -3i h ^i/*;^=;KvX7 ^ K„ 

(18) 3- (4-^PP7x=/V) -5- { [3-i VT J - 4- (4-fc Fo^ 

(19) 5- (4-^PP7x=/P) -N- [3-^T/-4- (4-fc Ko^i/ 
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(2 0) 6- (4-^PP7i^) -N- [3— yTS-4- (4-tKn^> 

tr-^ y w- i -i'/v) 7x^] tr y s^- 2 -^/wi^i^ h\ 

(2 1) N- [3-S/7V--4- (4-fc Ka^tr^y^-l-^/W) 

5 /V] - 4 - * ^^^/w<yxr ^ h\ 

(22) N- [3-f7V-4- (4-fc Ka^tf^y i^y-l->f;v) 
/U] -4- (l-fc e na) -CXTSK 

10 8 . HUM 1 IBB©T 5: Kft^*fctt*©BSIJ^«l^5«Srt#r5gSI 
15 

1 2 . i (cih^©t ^ wt^* tc\±z<Dmmiff& u#5£<sr£#i-3 
25 i3. i i-iag^r $ izwt<Dmu3?& utsifi&^r-t-s 
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1 5 . Bras* iiBfc©r s \*fc^tLittt<D&iu£m\jRztiLb, %mm\ 

1 6 . ftm$0ffl&* A^TKfO^s Wife ±TJtF T Y 7 2 0 J&> 

10 17. *5^n-f K»l/K^/n^ ^f/^l/K^^P^ x^rlMfV 

K% T/W n ^ ^ y ^ % W p yr-fe h= h\ o ^ * 

>^ r7°ct k>\ /vt-w^K, ^:7;v=r/vb 

15 tbe>«l»^^^/^^^^tt5if^ 1 4|S^©^ 

18. fcvT 1/A^H*»^n^P^*thP !7A, fy=7Xf v 7mt 
u\i a Vi-xh, Jzfit^xb. 9*fSvxb, ^D7^K 

20 K s f^7xti?y, ^-fx^^ 7^r5^ 

*5J;-o^@^:t^^$^^^^$tb5if^i 4iamw^ 
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a heteroatom selected among oxygen, sulfur, and nitrogen) ; and a medicine 
containing the same as an active ingredient . " 
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